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^S.^ '^^'>] 91^ Her-2/neu -H-^^>» 5L^«>^ 

Pis., ol* ^%^}^ -^^l^cJ- ^l^-§- 2:^^ ^ ^-^^"^1 ^ ^"^^ 

Her-2/neu DNA -f^^ -sj-^J-jL^l- 7^2.5. "S- ^ ^^^1^1^ 

S. la 
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Her-2/neu DNA ^^{Her-2/neu DM VACCINE HAVING 

ANTI-CANCER EFFECT} 

H la ^ Ib^ pNeu 4^ (A) ^ <=>l-§-t!: ^>-f^^ ^ 

3E. 2a ^fl^l 2e^ pTV2, pNeuxji. pNeuECD. pNeum-gOs ^ pNeuECD-gDs 

» 

d^S.iL^: >»«1"^5-^ ^^^1.^), 

S. 3a ^^1 3e^ l-e^-^i^l^cll -^-5.^1^ Her-2/neu ^^l^^ ^ 

-§-^ HlJuL^-^t!: ^Bfl5.<^lJ2.(A: PBS; B: pNeuEcoJ C: pNeuiu; D: pCKecd^ ^ E- pCKtm*' ^ 

:£ 4a vflxl 4c^ pTV2. pNeum 1J pNeuECD-gDs^ ^^^tt ^}-^^ M.^^ "S-^ 

E. 5a ^fl^l 5efe ^^-z)- pTV2, pNeuxM, pNeuECD. pNeu-m-gDs ^ pNeugcD-gDs ^-^l-^ii^^ 
*o)] o^sJl T ^-S-* 4^}-^ :3.2fl = olji, 

S. 6a vH;^l 6efe #el-^T^l^<Hl -^-££1^ T ^-§"i: w] 

3i7 ^4^^ :3.2flH<*ljl(A: PBS; B: pNeuECD*' C: pNeuTM' D: pCKecd; ^ E: pCRtm). 
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£ 7a ^ 7bfe pNeu l-e^-riinl ^^JL^ft ^^^^i. ^> 

jf.^cn] z^- ^5)-iiPlS-l- ^<^tl- ^ Her-2/CT26 ^^15.* 3Xl^A>t!: ^-f^ ^<^3=3.7l (7A) 
^ Her-2/Cr26 4i» ^^-^^a>^ ^-f^l r.>4-^2l A5$l:(7b)^ a]:?]: :^3\,<i\] xcj-e^- q-H^- 

£ 8a ^ 8b^ pCKecd ^ pCKra ^ -fr^^^ ^1^^^ ■sjh'a-JL^l-* wl 

ia^o^ ul-Bl-^ n2flSS.>«.i, T^>-f^<^l 2^- §e!-^i-Dl:E.* ^ Her-2/CT26 ^15.* ^ 

^^A>^ ^-f^ ^<^<fa7l(8a) ^ Her-2/Cr26 ^-^^ i-V-^^^ 

5. 9a ^ 9b^ pNeuECD ^ pNeuECi>-gDs ^-^^ ^'^'^l <=^1^<}-^ ^ 

^-E)-^ ziiBHS-Ai. p>^>i<Hl z^- ^<^t!: ^ Her-2/CT26 M] 

jq^^^AVtb ^4-^ ^'y=a7l(9a) ^ Her-2/CT26 ^^^^t!: ^-^^ ^>-f^ 

£ 10a ^ lObfe pNeuECD ^ pNeuECD-gDs ^'^^'^ -^S,^^ ^ Jl4 
» HBflHS-^i. 10a ^ lOb^ Her-2/Cr26 M]^* 1 x 10^ 7fl afe 

5. 11^ pCKecD ^ pCK™ l-el-^iol:B<=>ll "^S.^^ "3-^1^ JL5i|-» Vi\SL^c^ M-B)- 
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<12> 



^ Her-2/neu DNA* 5.^«>JZ- ^^'^^ ^ 



Her-2/neu ^^^1^ ^"9 I ^'^] ^*>fe. 3.71 7> 185 kDa^ ^ 

^^^^ ^^^«>7fl tl:^(Akiyama. T., et al.. Science, 23^: 1644-1646(1986) ^ 
Bargmann. C. I., et al.. /fefure. m*- 226-230(1986)). o\ ^^A^ 185 kDa 

(Coussens. L.. et al., Science, 230: 1132-1139(1985); Stern, D. F., et al., Mol. 
Cell Biol., 6: 1729-1740(1986); ^ Kraus, M. H., et al., Eabo. 6: 
605-610(1987)). 

Her-2/neu ^^-^^^ -6-13-^^4 ^^xi-'^ll^i f^^^l^ 

sjji o;^^ ^o.^ .y-g^;^ ^c|-(Kraus, M. H. ^ ^^; Slamon, D. J., et al., 
Science, 244 : 707-712(1989); ^ Yonemura, Y., et al.. Cancer Res., 51: 
1034-1038(1991)). Her-2/neu^ 44^^^ -^-^^^J- ^^V^l^i ^7l ^-^ 
'S-^^ (Slamon, D. J., et al.. Science, 2^- 177-182(1987); Press, M. 

F., et al., Cancer Res, 53= 4960-4970(1993); ^ Seshadri, R., et al . , /. Clin. 
Oncol., n: 1936-1942(1993)). ^€ ;^>^S.S "S" ^^^^<=>ll^i ^Att 
Jl ^tq-ul <^^AA Her-2/neu^ ^^«>^ ^^^^ ^4«^1 
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^^-i: tt^-c- ^t|-(Baselga, J., et al.. SeaJn. Oncol., 26- 

78-83(1999)). Her-2/neu ^^H^J T ^^^-^-^ ^;^>-fl^-1 

^:^S|^ ^4(Disis. M. L., et al.. Cancer Res, M: 16-20(1994); Disis, M. L.. et 
al.. /. Clin. Oncol. , 15: 3363-3367(1997); Peoples. G. E.. et al. . . U S A. 22: 
432-436(1995); Kono. K.. et al.. Int. J. Cancer. 70: 112-119(1997); Kobayashi. H.. 
et al.. Cancer Res, 60 : 5228-5236(2000); ^ Charo. J., et al.. /. Immunol., m:- 
5913-5919(1999)). Her-2/neu ^-y^^^^^^^^}^ ^^"i: 4^ ^^^^ ^^1 

<i5> <^A^ Her-2/neu 45Lifl <^^o)l ^ols.^ ^M*:-}^! 7>;qjL ^ul H 

tj.^ AV-i^ ^ "^^^ $it:l-(Coussens . L., et al.. Science, 230: 1132-1139(1985); 
Stern. D. F.. et al.. Mol. Cell Biol., 6: 1729-1740(1986); % Rraus. M. H. , et 
al.. Embo. J.. 6: 605-610(1987)). ^1^^ n^o\A l-'S^':*!* 

<a^7^ ^^m7lM-(Wei. W. Z., et al., Int. J. Cancer. ^: 748-754(1999)) -^1 

cg^ ^o. c^^^ y^7\^ ^7}f% ^^1 ^^^^^ *>l-g-*>^^ 



36-8 



1020020041764 ''^^>- 2003/7/4 

(Hellstrom, I. and Hell strom, R. E., /. lamunother, 119-126(1998) ^ Minev, B. 
R., Pharmacol Tber, 81: 121-139(1999)). 

^o]^ ^ a.Ti<>flA^ Her-2/neu(Chen, Y., et al., Cancer Res., 58: 
1965-1971(1998); Amici, A., et al.. Gene Tber, 7: 703-706(2000); Rovero, S. , et 
al.. /. Immunol., 16^: 5133-5142(2000)) -^l^ Her-2/neu(Foy. T. M. . et al., 
Vaccine, 1£: 2598-2606(2001); Piechocki, M. P., et al.. /. Immunol., IgZ^ 
3367-3374(2001); ^ Pi Ion. S. A., et al.. /. Immunol., MS- 3201-3206(2001)) -fr^ 
DM ^-tl^ Her-2/neu* 44 ^^*V^ M5L<^ tfl-gfl <:^l«^^<a ^-^^^A. 

Her-2/neu DNA A^<^ Her-2/neu* ^"^^Vfe- ^^^^S.<^ 
m: iL^ A>^l(Amici, A. ^. -^7] ^^; Rovero, S. ^, ^7] ^^; Pupa, S. M., et 
al.. Gene Tber, 8: 75-79(2001); Lachman, L. B. , et al., Cancer Gene Tber, S: 
259-268(2001); ^ Wei, W. Z., et al.. Int. J. Cancer, fil: 748-754(1999)))^ H ^ 
^Si^l^ ^^^^tl Jl3|-« :e.^tb ^-f^ ^^4. Her-2/neu l■e^-^itIl:E.«^^l>^i 

-^^O] l-^Sl7l^7>;^l ^^^^ *^*?3- Jl47> Xl^j^ofl 

SLSj-l- ^7]7} <>i^-fT3^, Cl^<^l ^flS.^ ^5.7> fi|-ST^. 

Her-2/neu ^-tl ^T^fe '^flS* 6l-§-*>7m(Valone. F. H., et al.. Cancer J. 
, 7. Suppl 2 : 853-61(2001)), DNA^ a-H^t'}"?!^ ^til§>fe ^^IJEI- ^^1 <^l-8-*>7l4 
(Chen, S. A., et al., Clin Cancer Res, £: 4381-4388(2000)). <='l-§-^V 
^ ^-f(Chen, Y.. Gene Tber, 8 : 316-323(2001) )7> ^5*4. 
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o]6\] ^ ^l^'^l Jl4^^^ <^1-§-* Her-2/neu DNA 

Her-2/neu -H-^^V DNA 7ll^-^^S>i^ ^ ^^^^V^fl ^^i^. 



<2o> Jl31-7V Her-2/neu l-e^-^in^l H.# ^1 

<2i> ^1:^^ t3^% ^^-^ ^7] l-e|-^T3l=i- -frJi^^^^S. *>fe -a-^ "^IIJ- Sfe 

<22> ^ a rV^- ^7] l-el->iPlS.» -frjL^^^S. -SVfe 



Her-2/neu -^^>^VS pTV2 pOTl ^SJ^V'^^ ^1^^. ^^-^J" ^ 

<24> >^il3£tfl <:g^o] ;^]7l^ ^:?]: Her-2/neu -^-^^V^ i3>^2|*>7fl^ a-I^^:^: 2^ ^7] 
^il* 7>;^H, o] -B-^;^}* ^<8^i^'=>l]Ai ^^Jl^^I l-el-riiT3]s. pTV2(Lee, S. W. 
et. al., /. ViroL, 72: 8430-8436(1998)) pCK( 71^-^3:: KCCM-10179)«^1 , w>^^ 
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^711^ KpnlA ^aI(gDs7> ^-f ) Ascl^ M(gDs7> ^ 

^ ^^sl l-E}-^inls.<^ Her-2/neu -fr^^^S.^^ ^1^^ "^^^ 

•^o.sM| ri-^oil- $1^^ 7lt(|^ ojt).. -2.^ Her-2/neu^ 4S.^fl ^m<^V>ll 

7> ^ ^fe 7l2l» ;^l7l^l-<^ Her-2/neu^ ^-S-^^ 2.^ 

o g-^ ;^>7>^^a>^5l ^^^^^ sill: ^ ^-^S ^"^i-^^^ :^}7>^^^ 

-g-^ fll|>ll^>7l ^^.45. ^ ^m-^: Her-2/neuS: "^l-g-^*^ DNA ^1 

-^d^ ^n^7V ^^i4(Chen, Y., et al.. Cancer Res.. 58: 1965-1971(1998); Amici, 
A., et al.. Gene Ther,, T- 703-706(2000)). o\^-^ Jl^* ^^^^1 

ft 

<2e> -^^^^^71 Her-2/neu -B-^^V^ "i^-^ ^7>S. ^^llT^ 

$X^n, "^^^ ^iTls. ^^-^^'^'l ^IS. ^S. JL5q-7> slxq-. 

<27> ^ #21-^^1 S-fe atl: ^-5-* ^ -n-S.* 4^ ^5-^ "^1^ 

Her-2/neu -^r^A ^^fl^ ^l^:^":^ ^IS^ 

^2fl^ -ilJ: ^i^Sfe ^^^^tiH5=l^(HIV) I gpl605^ -g-o] 



36-11 



1020020041764 *^ ^^^>- 2003/7/4 

^o.s. ^B^:^! ^3iJ^ -ai-^^ Bi-<a I D(gD) ^i^* ^>-§-^ 

^ #el-^iT3l= ■i' w>^^t!: Her-2/neu -fr^^V 

* pTV ^ pCK ^]^^ l-e^-^iPlS. pNeiim ^ pCK-iM. <=*1*S.^^ 

Her-2/neu -fr^^V^ "^^^^ ^l^tt I-bI-^J^pIH. pNeuECD ^ pCKecd. ^ l-^l-^^l^ 

pNeuTM ^ pNeuECD^l-^i Her-2/neu -B-^^> ^-B-^ -il^l ^h^-oIh. a^^^ s^sil^ 
w]-oiel>: Bl-<g 15^ ^^^^ D(gD) ^J: 'H^S ^l^tb l^el-i^ls. pNeun-gDs ^ 

pNeUECD-gDs'^1^- 

<29> «-e|-aiX3l^ pNeu™; pCK™. pNeuECD ^ pCKecd^ 2002>d 6^ 2Q'^:^}S. ^^1 

^31: :B.^-€b1-<^ 71^^:£ KCai-10393 S.. A KCCM-10396 S.. ^1 KCCM-10394 S. 
^ RCCM-10395 7l^«>5l^. 

<3o> o]^ $e)->iDl:E.* BALB/c ^V-f^^i ^«^^}^ ^^'^<^ 

Her-2/neu ^^1:^01 jgQ -a-:£-5Vfe <a=^<^l ^el-^m^^l. pNeum^ 

pNeuECD* ^>^^^ Her-2/neu ^^1^^ IgG ^}^]^ ^7>7> ffl^- ^ 

^. pNeu-iM-gDs^ pNeuECD-gDs^ ^t]., 
Her-2/neuofl tfl^V 7j-^ ^3L^^ T ^iE^ <^H '^'l^^^ 

o]-g-^>o^ Her-2/neu* ^^^V^ ^4^1- ^iTl^Vfet^l Her-2/neu ^<^1^^ T 

pNeuECD^ pNeuECD-gDs^ ^J-^ti" S.^ ^^^91 ^><^1« ^S-^^l^l ^-^^^ t 4^ Si^. 
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3.^^H ^M]S.^ '>^-^ pNeuECD^<^l -f-J^l^-^S. -B-^^^ ^^-a- 

<3i> , H. pCKtm^^ pCKecd^ 1-21-^^1 ^ pNeuiM ^ pNeuECD^ ^ ^ ^-i"^ 

o^x^^ ^0^^ <^1«- «^ ^^1, ^€^^1. ^^1. "^^^1 

, j^^y^], x\^7^], ^^1 ^^^"11. ^1* ^1^^ -B-Jl>^^ ^^^U«=^1: ^s. 

2l, ^Ml-, €1-3.2: ^/ ^Sl-a), %^;*IK"=^1: ^ 

-^^Bj^I s.^ tii^^ ^^1- ^/afe ^^^1, ^^^1. ^^^1^1. ^ "^-fr^ 

t 
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ing/kg(^l#). H>^2|SV7fl^ 4 5 IIlg/kg(^l^)Sl ^^^><^ 



<37> ^2:<m l: ^^15.^51- ^^^1: 

<38> Her-2/neu» ^^*>fe SK-BR3 M]3.^^ ^>-f ^^-ti^^ ^flX^^ 

Cr26^ ATCCCManassas. VA. USA)<^l^i ^"a^^^CATCC HTB-30 ^ CRL-2639). -^^^ 
^ 43.^ SK-BR3 10% ^1:1:^^^ -fBfloVl^CGIBCO, Gaithersburg, MD). 1% 

3*im'i€-^H^SP>o]^(GIBC0)^ RPMI1640(BioWhittaker, Walkersvile, MD)wfl^l 
6^^<\ fl1|«*cJ=§>Srl.. Her-2/neu« ^€*>^ ^l^'Hli Her-2/CT26 4^^^ Her-2/neu 
» 'a-J:^*>^ cDNACNCBI: M11730)S. 0126 M]S.<^ <^l*a*V'=^ Her-2/CT264 
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Cr26 10% ^1:*^^^ -fEB«='>l[^(GIBCO, Gaithersburg. MD). 1% sjfl q ^ 



<39> 



^S.p].o]^(GIBOO)^ "t-n-^ IMDM(BioWhittaker) till'9=^>5^^. 



<40 ^2^<A] 2: e^^A}* ^t!: DNA l-e^-^^lS-^ 

<4i> pNeuTM. pNeuECD. pNeum-gDs. pNeuECD-gDs. pCKiM. pCKecd ^ 'fl^ ^s^-^i^lH. pTV2 
^ pCKS. ^^"^ tfl^g-^ msiEscherichia coli strain DH5)# LB (Difco. 
Detroit. MI).iAi no^^<^r>,, DNA^ tfl^ASA]-o^ ^£5.^1 ^oV;^ 

S.-7l7> T-lHCEndofree Qiagen Plamid-Giga Kits, Qiagen, Chatsworth, CA)* ol-S--3l-<=^ 
4SA>^ '^^Ai<=fl ^S-iV^V^tq-. DNA» ^^^m PBS«^1 2 mg/mfe^ ^ 

S €^Al7lal 'S^'^^l ^l^V^l -20 t:<=l|Ai i^*>^T=l-. 



<42> %2:.<^ 3: (Flow Cytometry, FACS) 

<43> ^^17> Her-2/neu JL^^^-^^^f ^-§-*>fe>^1* ^\-%^y\ 41*H. SK-BR3, 

Her-2/Cr26, CT26-i- ^S. ^^a^l^tl (cell scraper. Nunc, Naperville, IL)* «^l-§-*><=^ «fl 
<y:l-e}->ia<^lAi ^<^^-c\. A^"^ 'Hli*^ RPMI1640 . 2% ^BJlo>-t^. 0.1% ai^^^-^ 

7\o]^7\ ^^^-^^S ^ 2 X 105^ A\S.%^ %^ 1^12: 
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oflo^ 3 ^ tj.^ t.>^i igG<^ ^ol^oi piTC-^^ '^^ «(Sigma)s1- 

4 t:«=^lA^ 30 '3'4q*>^^. 'S^-^^ ^1^*^ ^^-4:5.3- 2 ^ 4^^!: 4^ ^^^^ 

6}ol^4c,l^(Sigma)» 5 ^^2]: «r«f*V^^. HS-S^t:!^ 

^ri-o]^ <g'^-^<^lA^ ^^^-^^ M]^^^^ ^^*H ^'^c^ ^tir m-t^ ^ 

^ofl ol-g-^V^cV. -^43L^^^ PAS nii -B-4SM7l(Partec GmbH, Munster, Germany) 

<44> %2,<^] 4: ^Her-2/neu '^^I'Hl tflt!: ^^^^^V mPl^CConfocal microscopy) 
<45> Of 1 X lOSs^ SK-BR3 45.1-^ 1 mg/mL €Bl-L-e|^«>l Lab-Tek 
2fl^(Nunc. Napervile. IL)«='fl^i 3 «r<J=*>^^. 4^*-^ 4% 
^-^t!: PBS -§-'5fl.<a g '^^'^^i 10 aL^-5|-ul, DMEMCBioWhittaker, 

Walkersvile. MD) 3 ^ 4^*Vul. 1% ^-^tt DMEMO.S. 4 X:^]^^ 

(Southern Biotech, Birmingham, AL)^ ^^<^1^i 30^^> «r<}=^l-^^. ^5l-<=>lS.fe 

Bfl^l (Gel /Mount media. Fisher)^!! 4^ ^s^^^^V «T^l^(Leica TCS-SP 
laser scanning microscopy)* <^1-§-*V*=^ '"-I'^^V^i^l-. 
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^ 5: DNA ^^^^ 

<47> 2.S. pV-f ^5- PBS 100 fd"^] -§-«fl€ 100 /^g^ l-Bl-ciTilS. DNA» ^ t^^I 27l] 
<:fl M-^<H ^A^^>*>5|T^. ^'^l-^-^^ -f3i|«>?l-6i_HCl(bupivacaine-HCl. ASTRA, 
Westborough. MA)S. ^^^el«M ^>#l^>^^. ^1^ 'H^^^ ^^^^ofl^ife 

^^}^ ^ Her-2/neu "^^l^ €-^11 ^^^t 

<49> «g<>| til;3->«^l3E.-I- <gZL t'VoIS.t^V's]^ CCSigma)* 

Her-2/Cr26 S'g-g-^ «r<J=*>^^. Her-2/CT26 CT26 f^«3= S.^ ^S-^-B: 2 X 

106 7flo^ 200 uCi^ Na5lCr04# 200 pA^ 37 "CS. 90 all** 

«>«^ 5lcr^ 5.^1^>^4. >fl3L<^ ^Icr^ RPMI1640^S. 4 :^ ^1 

tifl<y: ^ T^>-f^ 'HlS.*-^ 10% 4-^<5>m^^ 

^ RPMIofl ^^-^V*^ A^*^] t3lAJ|l^^:^(round-bottom microtiter plate)<^>H 

o] s^^m 10.000711^ sm ^s.^^ ^^^i-ai 37 'c<^Ai 4 Ai^^t> «r^^>^^. yB** 

^-i- lOO/i^-i^ #i^>*=^ ^^;m^7l (Packard, Minaxi Auto Ganuna 5000 Series)<^^i ^1^*> 
<50> [^-§-^ 1] 

^o]^ -g-tfl % = 100 X [(^^^^ cpm - :^>Si-B--Sfl^^ cpm) / (^^-§-^5-^ cpm - ^> 
•S-S-^*^ cpm)]. 
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<5i> -g-^^^ cpm^ 5lCr-JE.^l 5 % HBl^-X(Sigma) 10 M» 7}^ 

<52> ^2:ofl 7: 

<53> PBS^l -^^tb Her2-CT26 ^^flSS^ ^T^e1*=^l ^'^HV^M" ^"^^ ^^>*>*=^ 

Tn>o.^^o. :g.:^§|o|r^-. ^^7l (caliper )» <^l-§-^«^ 3.^>€-^S- 

<54> [^-§-^ 21 

^<y:«.33:j = ( X ^<^1 X ^7)1 ) m3 X (1/2)3 X 4it/3. 

^f'. S^^^. ^"^^^ Sl^jAl^Cl-. 

<56> ^A^l l: Her-2/neu* ^^-ffV^ I-sI-^ipI = 

<57> :^^]^ <^:^ Her-2/neu -fr^^V* ^Jl^^Vfe cDNA(>«>i*i^3i: 1)«- pRc/CMVCa^^l 
Invitrogen Life technologies)^ mndlll^ Xbal 
Her-2/neu ;^ll2:«i-^4(9.6 Kb). 
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<58> Her-2/neu^ ^ Her-2/iieu^ M]S.^ Si^-I: i^t^V 

l-e|->fiPlS. pNeuECD ^ pCKECD^ 4^ NF6 ^ -H^^Ji: 5^1 NSRl 

o gAj '^7l«^lAi ^EflS^ Her-2/neu l-e1-iiiT^lS.(9.6 Kb)* 

A>-g.§>o^ ^^J-4i^^^-§-(PCR) -^S-*^^^ pTV2(Lee. S. W. et. 

al., /. Virol., 72^ 8430-8436(1998) pCK(Lee Y., et. al., Biochem Biophys Res 
CommuD., 272, 230-235(2000); 7]^-^^: KCCM-10179)^ Kpnl^ Xbal^ AA ^ 

A3=.^\'^'^. ^^ ^ PCR ^-5-^ 94t;«^lA-l 2^ ^^*>31, 94t:«fl>^i ISS:. 55r<^l 
30^ ^ esr-^l^^ 3^ 30^S ol^<^^ ^-i-* S.^ 25^ ^ 72TC«^>«=1 7€: ^ 

<59> atb, Her-2/neuSl >^fli ifl -^^^o] <:g^4 B^-^^f- «^'^^ ^-t^m S^l" 

riT^lS. pNeu-ra^il- pCKura: 6^ NFS A^<i^^: 7^1 NRM2 a]^^* o]^ 

;^l^«>jlfe •^7l5il- -^^^VTll PCR* -M^l^V^ "3^ PCR ^1^^%-^ pTV25q- pCK^ 
i^p/2I3I^ A&al^ z^-z^- /61^^>5|i=K:£ la). 

<60> olo^A^, Her-2/neuSl tfl ^^g^^l. Her-2/neu^ 45. ^ <^^* 

5^^M Her-2/neu -R-^^V^ tfl^ >a#'^^i H>o]e;]^ e^-^ 

€ D(gD)^ 'il:sAi1* pNeuECD-gDs^ '^1^31: 6^ NSF2 ^1^:^11 

^ Ai^^Ji: 5^ NSRl <^l-§-^>^ >ll-sq*>31fe ^'Q.^n PCR* -i^l 

PCR ^S-^^-i-* pTV2-gDs(pTV2 ^^<^ ^1-^^ wH^i^i \% ^ 

D(gD)^ -il^-^i^* #S^t!: ^t-l)£q A&al^l ^^l^>fl ^'^^l-'^^ ^12: 

S-tb. Her-2/neu5l "^^^ '^^^ 5E.-t^^ Her-2/neu -^^;=^> 

^ -asiAi^ tfl^ gDS] ^:g:>|^* 3E%^>^ l-Bfiini:^ pNeu-m-gDs^ 9^ NF3 
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» 

Al^^l^q- Ai^^s: 7^ NRM2 «^l-8-*>^ ^7]^ ^'^^7\] PCR 

4: ^^]^'^ PCR '^'^^l-* pTV2-gDs^ Ascm- Xbal^ ^SS^H ^l^i^VSI'^C 

S. la). 

<6i> ^aHI 2: Her-2/neu DNA ^-il'^] ^fl: Her-2/neu ^<5]^oi ^^^^ -^s. 

<62> ^""^^ pNeu l-el->it>lS. DNA7V Her-2/neu ^<^1^^ -H-S.^ A 

^«>11 ni|-5^- lOOjug^ DNA# 3:^ ^^V^V^^tzVCS. lb), z^- ^ ^-^^ 

T^V-f^^ wl^-i: Her-2/neu ^<^1^ -^fli^^ T ^H.^ ^-§-^ 4^ 
;<| p|.o.^6fl^ Her-2/neu» ^m*>^ ^>H15£* ¥<^«>*=«^ "^'^ ^S-* ^^^>^i=V. 

%^ ^^11^>^ -B-^cJ-'a- SK-BR3 ^-^^ % 

3^<^ 33f -B-^fli ^^7Uflow cytometry)^. ^^*><=1 %^ ^A^^ 
Her-2/neu ^-^l^^ ^^^^ ^7>* pNeum, pNeum-gDs. pNeu ecd 

pNeuECD-gDs* S-^ ^>^^^ Her-2/neu ^^l^oi ^^o^ ^7].i. ^^^>^o.t^, 

Her-2/neu<^ ^^^<^1 tflS^^^l^ ^-f^ ^M.^^ <?1^ SK-BR3 ^^^^5^-^ 

<64> 
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IS. 1] 
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<65> ZL ^7] 3L M.^'=>] Her-2/neu IgG^ ^7>^ 

pNeuECD > PNeuTii pNeun-gOs > pNeuECD-gDs » pTV2 ^B]r^'i^]B. DNA 

;g^^>7] p>o.^s.:f-Bl Her-2/neu ^<5H'?1 ^^^^ M-^^fl^l ^ 

atb. tfls pm* ^^tt t^v^^ojiA-i ^-f-^s. 1:50^ 

T3fl^*='fl^i Her-2/neu ^<^1^^ ^^1^1 ^tt 2a). 

pNeuiM pNeuECD^ ^^tb p>^^^ ^-f Her-2/neu ^c*!^-?! IgG ^7\9 

1:800.^ sl^tb ^-f«Hl ^^H^-l^. Mp]7} ^ ^7ll 

*>^rf(£ 2b ^ 2c). <5l^^ tfl2:2^ o.^ pNeuffl-gDs ^fe pNeuECD-gDs-i: ^^tb ^-f*^! 
^ pflj^ IgG «^7>» ^^"i" 1:50^^ ^^tt ^-T-'=^l 

2d ^ 2e). pCKecd^ pCKimI- ^"^^ ^^-^S. 3^ ^a]- ^ 10^4<^1 ^-^r 

•t^* l:400^S. s)^^ ^-foflS. 47l7> ^711 <>]^*V<^ Her-2/neu 
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<66> SE^, ^3l^ '^l-§-^V*=*^ %^^] ^'^] pNeuTM pNeuECD-gDs^ 

^^^^ P>-f^ Her-2/neu ^^1^^ ^^11* ^^^>5l^. pNeuiM-^S. 

^^^tb 4b)^ pmCS 4a) Sfe pNeuECD-gDsC 

S. 4c)S. ^^^^ ^Vt-^ "ir ^. SK-BR3 M]S. 3L^<^1 ^^*V^ 

Her-2/neu ^'^'l^^ ^ 9X9X^. <=>151^ ^V^^ 2'='il 

Her-2/neu ^7>ii)- ^^mtf. 

<67> ^AHl 3: Her-2/neu DNA ^^^<^1 ^tt Her-2/neu M]S.^^^ T ^-§-^ 

<68> -M^Hl 2<^1>^^ AV-g-tb pNeu ^Bl^ 4^ Her-2/neu 

91 *J-^1 ^-§-<^ y^\'=>]A 3.B.S.. ^^tb T^V-f^'^l-^i -B-S.€ Her-2/neu M]^^^^ 
T ^5.^ ^-§-^ ^^^S. ^^^V^i^. ^^^^ Her-2/neu ^"^l^ ^^^1 

5:1 ^y^M. riy^^^s.^^ ^^^^ ^^o] ^ 2^ wl^ 

Hl^j- ;ifl5LS Tn>o]£p>olxi CSu ^]^^ Her-2/neu» ^^^>fe # ^l-^^l p>-^ 
iii <^]'a>^lS«?l Her-2/CT26 Afli^f 6^ "t^ ^fl**^ ^"^l 4^1 ^«?> a# ^ 
j|.^].o^ CT26 BEfe Her-2/CT26 ^^^-^ 
pNeu-iMC^ 5b), pNeuEa)(S. 5c). pNeura-gDs(^ 5d) pNeuECD-gDs(^ 5e)S. 
P>-f:^i^^^ tfl2^ ^^"^l pTV2(£ 5a)^* ^V-f^^ 

til^>^-flS«^l><.i^ T Her-2/CT26 M]S.^ ^3.-%r 

^» :e-^J9Li3^, Her-2/neu 4^^^^ T ^-§-^ ^tfl^<y 47l« ^-^^fl 

^ pNeu 
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111 > pNeuECD > PNeura-^s > pNeuECD-gDs » pT^^^ PNeu 

E:T(effector: target) 50: H^i. 80-90%, 10:l<^lAi 60-70%^ Her-2/neu ^<^1^^ A 

^SX^iS, 5b vfl^l 5e). ^^^1 •H'^ ^3.^^^ T ^H^<^1 ^th 

CT26 M]^^ -§-^^ 

<69> pNeuECD^ pNeuTM* pCK ^^S. ^^1*^1^ pCKecd^ pCKn^] ^•f'^lS. Her-2/neu ^ 
<:>]^ ^ilS.^^^ T ^-^^l-^^^CS. 6). S. 6«^1-H , pCKgcD^ PCKm 

pNeuECD^ pNeu™4 ^A>^ ^1]^^^ T ^ -fr 

sl^T^ <^^(ECD)^ ^fe ^-f:s.t)-fe ^m^}^] S.^^JL ^fe ^ 

<7o> 2^, 2.:^. Her-2/neu« ^^*>^ l-el-^n^lH.^ Her-2/neu x 

^-g-^ :S.<5li3^, ^-S-^ -^dJi ^ ^^l^*^'! ^^1^^ 

^em- ^S. ^Bl-ol= A-^^ofl oj-el-A-^ ^7^-arl t\-^ Her-2/neu ^<iH^ ^-§-^ 

» 

<7i>^Alc4| 4: Her-2/neu DNA «-^^<^l ^J"^ &4 

<72> Her-2/neu-l- ^m«>:a ^ ^>4-^ ^>^1li^^ Her-2/CT26i xfl^ 

^oj. ^o^^ BALB/c T:'>^^^<^lAi ^^^>5I4. -f-^d ^'"'V Sfe 

jg.^ ^A>^ ^'HIS. m^*>5l^. Her-2/CT26 ^15.* 5 x lO*?!! ^] 
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Her-2/neu l-el-a^ul:^. DNA :?>^ T^-&«>^tfl ^5l^>5.S. ^■^}^ 

<73> Zl-Zl-Sl Tn>-f^i<>ll :^1^<^1 3^«fl lOOjMg^ ^Bl-^^lS. DNAl" ^^T^ 

A} §>^o.B^(£. lb). ^sf^^T^l^ DNA^ S^^H ^f'*^! #\1r ^ lO^ol j^lvj ^ ^^^-^ ^> 
^^lofl 5 X 104 7llfil Her-2/CT26 ^^^r sl^}^A> ;gi3^^A>S. ^<^«>5l^. 
^ S.M 1^2: pTV2» ^f^t!: 2-€- ^l-fr^^-^l-^i ^^tb '?3-<=>l ^'^^^^C 

S. 7a). ^^"^l pNeuni. pNeuiM-gDs. pNeugcD pNeuECD-gDs* ^^.l-^ i^V-^ife 

^^li» 5xi*>^A>^ ^o|]:£ GO'S "S-*^! ^^^1 ^^1^^^. "a-^^l ^^i^ 

pNeura. pNeu-iM-gDs. pNeuECD pNeugcD-gDs* ^"i"^ ^>-f=^l:«^l S-^ 

^A> ^ >8^^V5|TCl-(S. 7b). "^^^l S.^<>ll^i pTV2^ T^'V-f^fe 

57%(4/7)7> ^Si-^^. PBS^ ^1-f^^ ^-f'^fe ^}-f^7> ^o\^7] ^^cf. 

<74> pNeuECD^ pNeuTM^ pCK ^B^lS :*1$a1^ pCKBCD^q- pCK-m l-el-^^l^^ ^-f 

«^3£ 3:^<=>11 lOOjMg DNA# ^>««V^^ 10^ ^ 1 X 1067t|^ Her-2/CT26 ^1X# ^r) 

^13^ ^A}*><^ Jl3i1-* Al^*>o|tl-. Her-2/CT26^ 5xl€i|- ^a>^ ^-f«^lfe 
PBS i:flS ^El^ pCK ^'^^ ::il-'=>ll^i^ S-^ p>^>i<^lAi Jl^^ol 

* §l-^m pCKecd^ pCKm ^<^^ ^1-^ ^^<=>fl^ "9-<^l ^Vf ^ 

7> zl-zl- 62.5%(5/8)^ 87.5%(7/8)-^S ^^i-^l "^-^ ^;*ll^V^tl.(5. 8a). ^^-^ ^ 

A>tl: ^^<^lfe PBS ZLf-^l- pCK ^Bl nl-'^lA-l 17'a ^>-fi5i7> <^^^S.^ ^ 

:^<^]S. AV^g-^l-^ o.q. pCKecd^ pCKtm *el-^i^lH.«- ^c^^ ^■^'^^ ^ 

f'7>Al^rl-(5. 8b). pTV2 ^^1 t|]6i] Her-2/neu -^^7;>7l- 9X^ pNeu l-el-^tilH.6^ 
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y^^^ ^\%7\AS. pCK ^Bl ifloll Her-2/neu ^^A7\ ^fe IrS^-^^l^^ :i^<^\^ ^'^ 



<75> ^AHl 5: pNeUECD^ pNeUECD-gDs^l 

<76> ^ 'g^'^A-l^ Sq^l- ^A>*V^ «9->qli^ ^» 100HK5 X 106 7flM-^^) 

f 

^7H7iji, ^AV^>^ ^* 40WK2 X 106 7fl/^'V-^^) ^7VAl^cl-. o] x4| 

^^7> ^^S-S- ^» 2 X 106 711 ^>-^^ "^1^* 

47V;^1 AiS. Her-2/neu ^oflA-l Her-2/neu ^o^^^A ^ 

7>^ ^1-<^17V 7>^ €■ pNeUECD^ pNeUECD-gDs* ^^*>^^- 

10<a ^. zt^^ T^V-f ^i<^ Her-2/CT26 5 x 10^ 7fl 5q*> ^A].*l-7l4 2 x 106 7ll 

^^-^ ^AV^V^tV. ^q^V^AV 3.^<^ 3X^^, PTV2« S.^ ^>^^(8/8)«:>llAi 

^m^^^^, ^5 -a-^ ^ 19''^ "^^"^^^ ^ ^^^^ 

2000mm3 ol^^-ol Siojc]-. . pNeuECD* S^^H P>-f-^ ^-f 23-^4 ^5 -J" 

82.2 inm3<=m^T^, pNeuECD-gDs^ 'l" 



<77> 
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j^^^ 67.9 min3<^1^4. pNeuECD(P=2 • 9900e-8 , the Students t test) 
pNeuECD-gDs(P=2.8400e-8. the Students t test)» ^-f ^^i^ ^ 

-B-^^^ ^SJ:^(P=0.8684, the Students t test). "^-^ 

o] 3.^^ yi-^. pNeuECD* ^>-T-^fe 40^7>:^1 100%(8/8) TJ>.f c^oflA-^ , pNeuECD-gDs 

§ ;gf^tt ^>4-ife 88%(7/8) TJ>-f^i<^lA-l <^2^ 3^1 ^ol7l- ^^l^l^t}-. pTV2» 

P>^rife 3^1 ^^1^. ^, pNeuECD(P<0-0001' Mantel-Haenszel 

test) pNeuECD-gDs(P<0-0001. Mantel-Haenszel test)S. ^^e^tb ^-f pTV2<^ 

^^o] c^;3-s|^o.u|., pNeUECD^ pNeUECIhgDs 4«^Hlfe -^-^^^ ^'^'l^l 

(p=03173, Mantel-Haenszel test)(:E. 9a ^ S. 9b). . 
<78> -^aHI 6: ^1^S.^<=11>H Her-2/neu DNA SL^i^ 

<79> "a-^^^li* T^V^^^^^l DNA l-B^-^inlH.* ^f^^^ 2.^'>fI>H pNeuECD 
^ pNeuECD-gDs^ ^^"^ ^^'^^S ^]SL^^i}'^^. 6^^ € ^> 

^iiioll 1 X 105 7li 5 X 105 7H^ Her-2/neu AS.^ ^'^}^ 4 ^.f-^S. 

"S-^S.* ^^tt ^ 1^1^ pNeuECD pNeuECD-gDs 
lOOjug* e^^A>^Vjl, DNA* 4*^ i^H^ 

<80> 1 X 105 7l] Si Pi si ^^-^ ^-f , pNeuECD pNeUECD-gDs* ^f^^ -2-^ 

v\^^l7} 40"^ ^<a: 3^1 ^4^^ ^SUr^CS 10a). ^sjx^- pTV2^-i: 

^ i^>^risl 63%(5/8)fe 4 PBS^ ^-f-^lfe T'>-fi^(8/8) 
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7> 4 :^o]^ pNeuEO)^ pNeuECi>-gDsfe PTV2^ ^^^^ 

^7>Al^o.t:i.(p=0.0085, Mantel-Haenszel test), pNeugcD^ pNeuECD-gDs ^V^H^ "n" 

<8i> ^^^Vfe 'a-^i ^* Still ^7V^ ^^(5 X 105 7fl). pNeuECD* ""l"^ 

^.-Vo] pTV2» ^}^^<^ «1^V<=^ -^5^^^ ^^ol ^7>«>^ 

al(p=0.0237. Mantel-Haenszel test, 10b), pNeuECD-gDs* "^^^ i^V-f^i^ ^-t"^ 
o^>.^ ^S-S. ^^^<^1 #7>sl;^l ^S{3:^(p=0.4628, Mantel-Haenszel test). =^^'^ 

^ '^^l«1-^^-(p=0.4263, Mantel-Haenszel test), 

pNeuECD^ pNeuTM^ pCK ^b^S. pCKecd^ pCK™ ^'^'^ 

£ 2 X 105711^ Her-2/Cr26 4i» ^^>*>^ ^^1^ ^^^^ DNA» ^«^^ 

^^^^4. PBS ^1-^ pOt ^-i-^^i 21<a ^^H'^fl ^>-^ 



<82> 



.i7> <3-Aili5l 4 A>^^^>o^o.t^ pCKecd^ pCKtm ^sl-^T^l:^!- ^<^^ ^1-^ 

«:>11^ ^S^^<^1 ^7V^^ ^ 11). pTV2 m Her-2/neu -B-^ 

pNeu ^-f ^ ^>^7>:^lS. pCR ^b] xflofl Her-2/neu -^^^7} ^ 



<83> 



Her-2/neu DM -A-ii^ ^ ^^^1^1^ ^ 
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[^^^ 11 

4i xfl <^^<^1 ^1^^ ^i^^^- 2^ ^J^> Her-2/neu -^-^d^V^ l-^V^^lS. pTV2 Sfe 
l^^*^ 2) 

ol^V Her-2/neu -B-^^>^l^i ^^^^ "^^^1 ^^>^ ^1^^ ^'^'^^^^ "^^^^^ 

[^^■t 41 

pNeuTO(KCCM-10393) . pNeUECD(KCCM-10394) . pCKtm(KCCM-10396) . pCKecd 



(KCCM-10395) , pNeuTM-gDs ^ pNeuECD-gDs 



^1 
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^1 



1 ^eV^^l— * -^^'^^^■^^ 



i^^Vfe ^1^^ ^1^"^ 
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